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AMENDMENTS 

Amendments to the Claims 

1-47. (Canceled) 

48. (Currently amended) A method of treating a pat ie nt suff e r i ng from po i son i ng or at r i sk of 
poisoning by a clostridial toxin in a patient in need thereof, the method comprising the 
step o f supp l y i ng administering an effective amount of a toxin-resistant SNAP-25 or a 
toxin-inhibitory SNAP-25 to the patient: a SNARE (so l ub le (N -e thv l ma lei m i d e- s e ns i t i v e 
fus i on prot ei n) - attachm e nt prot ei n r e c e ptor) to a c ell of th e pat ie nt, wh e r ei n th e SNARE 
i s r e s i stant to prot e o l ys i s by th e sa i d clostridial tox i n (tox i n - r e s i stant SNARE) and/or i s 
capab le of i nh i b i t i ng th e el ostr i d i a l c l ostr i d i a l tox i n (tox i n -i nh i b i tory SNARE) 

wherein the toxin-resistant SNAP-25 is a SNAP-25 resistant to proteolysis by the 
clostridial toxin: 

wherein the toxin-inhibitory SNAP-25 is a SNAP-25 capable of inhibiting the protease 

actiyity of the clostridial toxin: 

wherein administration of the toxin-resistant SNAP-25 or the toxin-inhibitory SNAP-25 
produces a clinically useful or significant reduction in a symptom of poisoning caused by 
the clostridial toxin in the patient suffering from clostridial toxin poisoning . 

49. (Canceled) 

50. (Currently amended) A method o f preventing poisoning by a clostridial toxin in a patient 
in need thereof, the method comprising the step of administering an effective amount of 
a toxin-resistant SNAP-25 or a toxin-inhibitory SNAP-25 to the patient: r e v e rs i ng th e 
i nh i b i t i on of e xocytos i s i n a c ell caus e d by contact of a c l ostr i d i a l tox i n w i th th e sa i d c ell , 
i nc l ud i ng th e st e p of supply i ng a SNARE (so l ub le (N -e thy l ma lei m i d e- s e ns i t i v e fus i on 
prot ei n) - attachm e nt prot ei n r e c e ptor) to the sa i d c ell not b e for e contact of th e sa i d 
c l ostr i d i a l tox i n w i th th e sa i d c ell , wh e r ei n th e SNARE i s r e s i stant to prot e o l ys i s by th e 
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sa i d c l ostr i d i a l tox i n (tox i n res i stant SNARE) and/or i s capab l o of i nh i b i t i ng tho clostr i dia l 
tox i n (tox i n i nh i b i tory SNARE) 

wherein the toxin-resistant SNAP-25 is a SNAP-25 resistant to proteolysis bv the 
clostridial toxin: 

wherein the toxin-inhibitory SNAP-25 is a SNAP-25 capable of inhibiting the protease 
activity of the clostridial toxin: 

wherein administration of the toxin-resistant SNAP-25 or the toxin-inhibitory SNAP-25 

produces a clinically useful or significant reduction in a symptom of poisoning caused bv 
the clostridial toxin in the patient at risk of poisoning when exposed to the clostridial 
toxin . 

51-52. (Canceled) 

53. (Currently amended) The A -method of either claim 48 or claim 50, as i n any on e of 
c l a i ms 4 8 50 wherein the-sa+4 clostridial toxin is_a botulinum toxin type A (BoNT/A) . 

54. (Currently amended) The A -method as i n c l a i m 51 of either claim 48 or claim 50, 
wherein the sa i d clostridial toxin is botulinum toxin type CI A (BoNT/A) . 

55. (Currently amended) The A -method as i n c l a i m 52 of either claim 48 or claim 50. 
wherein the sa i d clostridial toxin is botulinum toxin type E A (BoNT/A) . 

56. (Canceled) 

57. (Currently amended) The A -method as i n c l a i m 5^1 of either claim 48 or claim 50. 
wherein the toxin-resistant SNAP-25 or the toxin-inhibitory SNAP-25 comprises a 
replacement of a sa i d SNARE i s a var i ant of SNAP - 25 i n wh i ch the residue equivalent to 
residue 197 and/or th e r e s i du e e qu i va le nt to r e s i du e 198 of full length SNAP-25-aFe 
r e p l ac e d by a residue other than Q or a r e s i du e oth e r than R, resp e ct i v el y . 
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58. (Currently amended) The A -method as i n c l a i m 57 of either claim 48 or claim 50, 
wherein the toxin-resistant SNAP-25 or the toxin-inhibitory SNAP-25 comprises a 
replacement of a sa i d SNARE i s a var i ant of SNAP 25 i n wh i ch tho residue equivalent to 
residu e 197 and/or tho ros i duo oqu i va l ont to ros i duo 198 of full length SNAP-25-afe 
r e p l ac e d by a residue othe r than Q or a r e s i du e oth e r than R , r e sp e ct i v el y . 

59. (Currently amended) The A -method as i n of claim 57^ wherein th e r e s i du e e qu i va le nt to 
R198 of fu ll le ngth human SNAP - 25 i s r e p l ac e d by a r e s i du e oth e r than R, s ele ct e d from 
A, T, K, H or W and the residue equivalent to residue Q197 of full length SNAP-25 is-Q 
ews replaced[[,]] bv a residue selected from the group consisting of A, K-e f and W. 

60. (Currently amended) The A -method as i n of claim 58j. wherein the residue equivalent to 
R198 of full length human SNAP-25 is replaced by a residue oth e r than R, selected from 
the group consisting of A, T, K, H-e p and W and th e r e s i du e e quiva le nt to r e s i du e Q197 
of fu ll l ongth SNAP 25 i s Q or i s rop l acod, by A, K or W . 

61. (Currently amended) The A -method of either claim 48 or claim 50, as i n any on e of 
c l a i ms 4 8 50 wherein the toxin-resistant SNAP-25 sa i d SNARE that i s res i stant to 
proteo l ys i s by tho sa i d c l ostr i d i a l tox i n is capable of performing substantially the 
equivalent function of a SNAP-25 endogenouslv present in the patient to a SNARE 
prosont i n tho co ll that i s capab l e of bo i ng c l oavod i n tho sa i d co ll by tho sa i d c l ostr i d i a l 



62. (Currently amended) The A -method of either claim 48 or claim 50. as i n c l a i m 51 
wherein the clostridial toxin poisoning is botulism sa i d SNARE that i s r e s i stant to 
prot e o l ys i s by th e sa i d c l ostr i d i a l tox i n i s capab le of p e rform i ng substant i a ll y th e 
e qu i va le nt funct i on to a SNARE pr e s e nt i n th e c ell that i s capab le of b ei ng c le av e d i n th e 
sa i d c ell by th e sa i d c l ostr i d i a l tox i n . 



63-68. (Canceled) 
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69. (Currently amended) The A -method of either claim 48 or claim 50. as i n 
4 8 or 4 9 wherein the patient is an infant. 

70. (Currently amended) The A -method of either claim 48 or claim 50.- 
wh e r ei n the patient is an4f>faf rt adult . 



71-72 (Canceled) 

73. (Currently amended) The A -method of either claim 48 or claim 50. as i n o i thor of c l aims 
4 8 or 4 9 further comprising the step of treating the patient with an inhibitor of the sa i d 
clostridial toxin. 

74. (Canceled) 

75. (Currently amended) The A -method of claim 73. as i n c l a i m 73 wherein the clostridial 
toxin inhibito r is N-acetvl-CRATML-carcoximide of tho said c l ostr i dia l tox i n i s a SNARE 
that i s capab le of i nh i b i t i ng th e sa i d c l ostr i d i a l tox i n (tox i n -i nh i b i tory SNARE) or a 
r e comb i nant po l ynuc le ot i d e capab le of e xpr e ss i ng th e sa i d tox i n -i nh i b i tory SNARE . 



76-103. (Canceled) 
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